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REMARKS 

Claims 1, 5-13, 19, 21-26, and 42-46 are pending in the subject 
application. By this Amendment, applicants have canceled claim 
46 without disclaimer or prejudice to applicants' right to pursue 
the subject matter of these claims in this or another 
application. Upon entry of this Amendment, claims 1, 5-13, 19, 
21-26, and 42-4 5, as amended, will be pending and under 
examination . 

Double Patenting Rejections 

Rejection Under 3 5 U.S.C. 5101 

The Examiner rejected claim 46 under 35 U.S.C. §101 as allegedly 
claiming the same invention as that of claim 3 of prior U.S. 
Patent No. 6,692,745 B2 . 

In response, but without conceding the correctness of the 
Examiner's ground of rejection, and in order to expedite the 
prosecution of the subject application, applicants note that 
claim 46 has been canceled without disclaimer or prejudice, 
rendering moot the Examiner's ground of rejection. 

Rejection Under Obviousness -Type Double Patenting 

The Examiner also maintained the rejection of claims 1, 10-13 and 
42-45 under the judicially created doctrine of obviousness- type 
double patenting as allegedly unpatentable over claims 1-15 of 
U.S. Patent No. 6,692,745 B2 for reasons of record. The 
Examiner noted applicants had indicated they might consider 
filing a terminal disclaimer later in prosecution if allowable 
claims are indicated and the rejection is applicable thereto. 
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Rejections under 35 U,S>C, §103 (a) 

The Examiner maintained the rejection of claims 1, 10-13 and 42- 
45 under 35 U.S.C. §103 (a) as allegedly unpatentable over 
Allaway et al . (U.S. Patent No. 5,817,767; herein, ^^Allaway") in 
view of Bolognesi et al . (U.S. Patent No. 5,464,933; herein, 
"Bolognesi" ) . Specifically, the Examiner alleges that T-20 as 
taught in Bolognesi to inhibit fusion of HIV to a CD4+ cell is an 
"art-recognized" equivalent to the antibody taught in Allaway, 
which also inhibits fusion of HIV to a CD4+ cell, and asserts 
that given these two teachings, one would have been motivated to 
substitute T-2 0 for Allaway' s antibody. The Examiner further 
alleges that Allaway teaches synergism when combining the 
inhibition of gpl2 0 and gp41 and therefore asserts that the 
synergism observed in applicants' invention is not an unexpected 
result. For these reasons, the Examiner concludes that the 
invention as claimed would have been obvious to one of ordinary 
skill in the art. 

In response, applicants respectfully traverse the Examiner's 
ground of rejection. 

The present invention provides a composition which comprises an 
admixture of two peptidyl compounds, wherein one compound is a 
monoclonal antibody or a portion thereof which retards attachment 
of HIV-1 to a CD4+ cell by retarding binding of HIV-1 gpl20 
envelope glycoprotein to CD4 on the surface of the CD4+ cell and 
the other peptidyl compound is a peptide designated T-20 (SEQ ID 
N0:1)', which retards gp41 from adopting a conformation capable of 
mediating fusion of HIV-1 to a CD4+ cell by binding noncovalently 
to an epitope on a gp41 fusion intermediate. Thus, the claimed 
invention provides the combination of (1) a monoclonal antibody 
which retards attachment of HIV-1 to a CD4+ cell by retarding 
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binding of HIV-1 gpl20 envelope glycoprotein to CD4 on the 
surface of the CD4+ cell, and (2) T-20 which retards gp41 from 
adopting a conformation capable of mediating fusion of HIV-1 to a 
CD4+ cell by binding noncovalently to an epitope on a gp41 fusion 
intermediate. This specific combination inhibits fusion of HIV-1 
to CD4+ cells in a synergistic manner which is greater than 
expected . 

According to M.P.E.P. §2143, "[t]o establish a prima, facie case 
of obviousness, three criteria must be met. First there must be 
some suggestion or motivation, either in the references 
themselves or in the knowledge generally available to one of 
ordinary skill in the art, to modify the reference or to combine 
reference teachings. Second, there must be a reasonable 
expectation of success. Finally, the prior art reference (or 
references combined) must teach or suggest all the claim 
limitations. The teaching or suggestion to make the claimed 
combination and the reasonable expectation of success must both 
be found in the prior art, and not based on applicant's 
disclosure." In re Vaeck, 947 F2d. 488, 20 USPQ2d 1483 (Fed. 
Cir. 1991)" (Emphasis added). 

According to M.P.E.P. §2143 . 01 ( IV) , stating that ^^the claimed 
invention would have been " 'well within the ordinary skill of 
the art at the time the claimed invention was made' " because the 
references relied upon teach all aspects of the claimed invention 
were individually known in the art is not sufficient to establish 
a prima facie case of obviousness without some objective reason 
to combine the teachings of the references." Ejc parte Levengood, 
28 USPQ2d 1300 ( Bd . Pat. App . & Inter. 1993) (Emphasis added). 
As stated above, the Court of Appeals for the Federal Circuit 
(CAFC) has held that the reasons for combining references may not 



Applicants: William C. Olson and Paul J. Maddon 
Serial No.: 10/681,879 
Filed: October 9, 2003 
Page 8 

be based on applicant's disclosure, but rather must be found in 
the cited references themselves. In addition, the CAFC has also 
held that **tt]he level of skill in the art cannot be relied upon 
to provide the suggestion to combine references." See Al~Site 
Corp, V. VSI Jilt 'I Inc., 175 F3d. 1308, 50 USPQ2d 1161 (Fed. Cir. 
1999). 

Accordingly, and in response to the Examiner's assertion that one 
of ordinary skill in the art would have been motivated to 
substitute T-20 for Allaway's antibody, applicants maintain that 
the question in this case is whether one of ordinary skill would 
be led by the teachings of the references themselves, without any 
reliance upon the teachings contained in applicants' 
specification, to make the combination proposed by the Examiner. 
Applicants maintain that, without the benefit of the teachings in 
their specification, one of ordinary skill in this art would not 
have been led to substitute the peptides of Bolognesi et al . for 
the antibodies disclosed in Allaway et al . , regardless of whether 
both of these components, standing alone, achieve a similar 
result . 

In support of her position, on pages 4-5 of the August 2, 2006 
Office Action, the Examiner asserts that although "there is no 
express suggestion to substitute . one equivalent component for 
another, however, such express suggestion is not required. T-20 
inhibits fusion of HIV to a CD4+ cell, and Allaway's antibody 
inhibits fusion of HIV to a CD4+ cell, thus T-20 and Allaway's 
antibody are known functional equivalents." 

Applicants disagree with the Examiner's above interpretation. 

According to M.P.E.P. §2144.06, *Mi]n order to rely on 
equivalence as a rationale supporting an obviousness rejection. 
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the equivalency must be recognized in the prior art, and cannot 
be based on applicant's disclosure or the mere fact that the 
components at issue are functional or mechanical equivalents." 

Applicants argue that the antibody described by Allaway et al . 
and T-20 are not functional equivalents as the Allaway et al . 
antibody and T-20 function differently to inhibit fusion of HIV-1 
to a CD4+ cell. That is, the antibody of Allaway et al . 
recognizes an antigenic epitope (i.e., gp41) on the viral 
envelope surface, while, in contrast, T-20 interacts with a gp41 
fusion intermediate . 

Applicants maintain that the fact that two materials are known to 
achieve the same result outside of the presence of a first 
compound, i.e. a monoclonal antibody or a portion thereof, which 
retards attachment of HIV-1 to a CD4+ cell by retarding binding 
of HIV-1 gpl20 envelope glycoprotein to CD4 on the surface of the 
CD4+ cell, does not therefore teach one skilled in this art that 
the two materials are interchangeable , This is particularly so 
in the context of the present invention in which such a first 
compound is present, and wherein the prevention of fusion between 
HIV-1 and CD4 is subject to a variety of variables. That is, the 
invention does not involve only the contact between the CD4-i- cell 
and T-20. The potential effect of the first compound must be 
considered . 

Despite the fact that T-20 and Allaway' s antibodies may each, 
standing alone, retard fusion of gp41 to a CD4+ cell, there is no 
remote teaching or suggestion in either of the cited references 
that the presence of a first compound may have an effect upon the 
performance of a composition produced by substituting the peptide 
of Bolognesi et al . for the antibody of Allaway et al . There is 
also no teaching or suggestion provided in Allaway et al . to 
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abandon one or the other active agent in the combination, and in 
particular, the antibody, in favor of some other active agent. 
Moreover, Allaway et al . provides no teaching or suggestion as to 
whether any such "'other" active agent would achieve its intended 
purpose in the composition described in the patent. Bolognesi et 
al. does not remedy this deficiency because Bolognesi et al . 
contains no teaching or disclosure relating to whether the 
presence of another compound would have any effect on either the 
operability or effectiveness of a compound for preventing fusion 
of HIV~1 to a CD4+ cell as disclosed by Allaway et al . , if, in 
arguendo, the antibody of Allaway et al . were replaced by the 
peptide of Bolognesi et al . 

Thus, while some of the specific active agents recited in 
applicants' claimed invention were separately known from the 
individual references, the references contain no teaching as to 
what effect, if any, the claimed first compound, or any other 
compound, would have in the event the antibody in the composition 
disclosed in Allaway et al . were substituted by the peptide of 
Bolognesi et al . 

Applicants submit that the Examiner must therefore have relied 
upon the teachings provided in their specification to have 
surmised that not only would the presence of the first compound 
not produce any deleterious effects, but that the first compound, 
when combined with the peptide, would actually produce 
unexpectedly improved results (see the discussion below 
concerning those results) . Such hindsight reliance is, however, 
not permitted in support of a rejection under 35 U.S.C. §103 (a) . 
Accordingly, applicants maintain that the Examiner has not 
properly established a prima, facie case of obviousness. 
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Applicants further maintain that if a prima fetcie case of 
obviousness were properly established, such case is rebuttable by- 
unexpected, advantageous and/or superior results over the prior 
art as disclosed in applicants' specification. 

According to M.P.E.P. §2144.09, ''[a] prima, facie case of 
obviousness based on structural similarity is rebuttable by proof 
that the claimed compounds possess unexpectedly advantageous or 
superior properties." See In re Wiechert, 370 F . 2d 927, 152 USPQ 
247 (CCPA 1967) which court held that a 7-fold improvement of 
activity over the prior art was sufficient to rebut a prima, facie 
case of obviousness. 

On page 7 of the August 2, 2006 Office Action, the Examiner 
herself indicates that ^Ma]pplicant has shown that the 
combination of T-20 and CD4-IgG2 results in synergism greater 
than expected ." (Emphasis added). Indeed, as shown in Figures 1- 
3 of the subject application, the combined effect of these two 
compounds is not only greater than an additive effect showing 
synergism, but is surprisingly greater than the synergistic 
effect taught in Allaway et al . As detailed in the specification 
at page 26, lines 8-10, the degree of synergy was quantified 
using the Combination Index (CI) method, wherein a CI value 
greater than 1 indicates antagonism, a CI equal to 1 indicates a 
purely additive effect, and CI less than 1 indicates a 
synergistic effect. As shown in Figure 2, potent synergies over 
broad ranges of inhibitor ratios and concentrations were observed 
with CI values as low as 0.20 under optimal conditions. These 
observed synergies translated into 17 -fold and 5- fold reductions 
in the amounts of monoclonal antibody and T-20, respectively, 
needed to achieve 9 5% inhibition of viral entry, and even greater 
dose reductions were observed at higher levels of inhibition (see 
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Figure 3) . Applicants maintain that the observed synergy between 
these two compounds was surprising and unexpected over the 
observed synergy taught in the prior art and therefore, the 
present invention is not obvious from Allaway et al . and 
Bolognesi et al . in combination. 

In view of the remarks above, applicants maintain that the 
pending claims are not obvious over the combined cited references 
and respectfully request that the Examiner reconsider and 
withdraw this ground of rejection. 

Conclusion 

In view of the remarks and argiments made hereinabove, applicants 
respectfully submit that the grounds of rejection set forth in 
the August 2, 2006 Final Office Action have been overcome. 
Applicants therefore respectfully request that the Examiner 
reconsider and withdraw these grounds of rejection, and further 
request allowance of all claims pending in the subject 
application, namely claims 1, 5-13, 19, 21-26, and 42-45, as 
amended . 

If a telephone interview would be of assistance in advancing 
prosecution of the subject application, applicants' undersigned 
attorney invites the Examiner to telephone him at the number 
provided below. 
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No fee is deemed necessary in connection with the filing of this 
Amendment. However, if any fee is required, authorization is 
hereby given to charge the amount of any such fee to Deposit 
Account No. 03-3125. 



Respectfully submitted. 



I hereby certify that this 
correspondence is being deposited 
this date with the U.S. Postal 
Service with sufficient postage as 
first class ^ mail in an envelope 
addressed to: 



Jolin f\. White 
RegiSxration No. 28,678 
Attorney for Applicants 
Cooper & Dunham, LLP 
118 5 Avenue of the Americas 
New York, New York 10 036 
(212) 278-0400 
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